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xanthomatosis 




. vantriomos are reoctive yellowish turnon composed ol masses ol tt 
. they denote the presence of elevated blood lipids, 
iDOproteins, atherosclerosis & even fatal cardio- 
vascular disease. 


' 


Clinical varieties 

I. lubetous xanthomas (Figs 38-42): Appear as 
slowly developed, firm yellow, or orange 
grouped papules & nodules symmetrically dis¬ 
puted on elbows, knees, hands, feet & but- 
*ocks. They are seen with increased levels of f>- 
ooproteins (LDL) in familial hypercholesterolemia 
| rn ) (tyP e broad beta disease (Type ill) & in 
4 ? hyperlipidemia as hypothyroidism & chronic 
‘-■'Cry disease. Atherosclerosis is frequently seen 
.P ! he$e patients. 


Fig. 38. 
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2. Tendinous xanthomas (Figs 43-46): Appear as slowly enlarging, smooth, and firm subcuta 
ous nodules attached to tendons, ligaments and fascia of the hands, knees elbows ^ 
acniiies tendons. 

They are seen with increased levels of beta-lipoproteins (LDL) in FH (Type II), broad beta dis 
ase (Type III), and obstructive liver disease. Atherosclerosis is commonly seen, 
arely tendinous xanthomas can develop in the absence of a lipoprotein disorder. 

Two examples are: 

• Cerebroiendinous xanthomatosis: An enzymatic defect exists in the bile acid synthetic 
pathway, leading to the abnormal accumulation of an intermediate known as cholesta- 
nol. This intermediate is deposited in most tissues, including the brain, and can also form 
tendinous xanthomas. 

* P-sitosterolemia: An abnormal accumulation of plant sterols occurs, leading to tendinous 
xanthoma formation. 



3 . Eruptive xanthomas (Figs 47-50): 

• Appear as small, asymptomatic, yel- 
low papules with an erythematous ! 
base. They appear suddenly mainly on 
the buttocks, shoulders and extensor 
surfaces of extremities. 

• They are seen with hypertriglyceridem¬ 
ia and a high cone, of chylomicrons & 
VLDL (Type I, IV & V). They are also 
seen in 2ry hyperlipidemias, e.g. DM, 
pancreatitis & hypothyroidism. 

• DD: Xanthoma disseminatum: Occurs 
in normolipemic patients; red-yellow 
papules with flexural predilection. 
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4. Plane xanthomas: Appear as yellow, soft macules or slightly elevated plaques of which many 
types are known: 

• Xanthelasma “xanthelasma palpebrarum " (Figs 51-58): Occurs mainly on the medial por¬ 
tion of the upper eyelids. It is suggestive of increase in LDL in type II or 111 hyperlipopro¬ 
teinemias or in chronic biliary obstruction. However, in 50% of the patients, no plasma lipo¬ 
protein elevations could be detected. 
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• Xanthoma palmaris (Figs 59-62): Appears as flat 
yellow linear lesions in the creases of the palms 
and fingers. They are pathognomonic of eleva¬ 
tion in IDL in type III hyperlipoprotinemias. 
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. Tuberous xanthomas (Fig. 64): Demonstrate 
large aggregates of foam cells in fhe dermis 
and fibrosis but without a large number of in¬ 
flammatory cells. 

• Tendinous xanthomas: Have a similar histology 
but the foam cells are even larger in size. 

. Plane xanthomas (Fig. 65]: The foam cells are 
more superficial than in other types of xan 
thomas. The lesions are noninflammatory and 

have minimal fibrosis. 

• Verruciform xanthomas (Fig. 66). Show hypo 
keratosis, acanthosis, papillomatosis ^ 
foamy macrophages limited to the submi 

or dermal papillae. 


Scanned by CamScanner 


• Generalized plane xanthomas: Extensive yellow infiltrative lesions that diffusely involve 
face, neck, upper trunk and arms. It is observed in association with various paraproteine- 
mias (myeloma, lymphomas, cryoglobulinemias, macroglobulinemia) with or without hy¬ 
perlipoproteinemia. 

5. Verruciform xanthomas 


i luzumii uiumerer. 


• Asymptomatic, planar or verrucous solitary plaque,___ 

• They occur primarily in the mouth, but sometimes in anogenital (including the scrotum) or 
periorificial sifes. 

• There is usually no associated hyperlipidemia and the lesions persist for years. 

• These lesions are also seen in the setting of 
lymphedema, epidermolysis bullosa, pemphigus, dis¬ 
coid lupus erythematosus, GVHD & CHILD syndrome. 

Histopafhology 

Xanthomas are characterized by the presence of xantho¬ 
ma or foam cells, which are macrophages filled with 
phagocytosed lipid droplets, and as lipid droplets have dis¬ 
solved during processing on routine staining the cytoplasm 
appears foamy. Lipid droplets can be stained with fat 
stains as scarlet red or Sudan red. In addition, there are 
Touton giant cells, which are multinucleated with the nuclei 
grouped in the center around a small island of non-foamy 
cytoplasm and surrounded by foamy cytoplasm. Polarized 
microscopy can be used to detect lipid material in the 
dermal infiltrates, as cholesterol esters are doubly retractile 

• Eruptive xanthomas (Fig. 63): Contain lipid deposits in the 
reticular dermis. The initial inflammatoiy infiltrate is mixed 

containing both neutrophils and lymphocytes. Extracellu- 
far lipids are present in the dermis. 



Fig. 63. Histopafhology of 

_ aJ. . ~ w r*\ I'^non 


ihnma 
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Treatment of xanthomas 

The treatment of xanthomas associated with hyperlipidemia 

. Dietary control. 

• Lipid lowering drugs. 

Indications 

• Patients with hypercholesterolemia to prevent development or progression of atherosclerosis. 

• Patients with severe hypertriglyceridemia to prevent acute pancreatitis. 


107 
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Treatment of sk |n lesions 

Surgical excision. 

. Destructive methods: Laser surgery (C0 2 . pulsed-dye 
sU ch as trichloroacetic acid, and cryosurgery 


or erbium:YAG lasers), chemical agents 


Indications 

. tendinous or tuberous xanthomas producing pain or disability 
. xanthelasma without hyperlipoproteinemia causing cosmetic disfigurement. 


Normolipidemic xanthomatosis 

Xanthomas can arise in the absence of elevated blood lipids or lipoproteins. 

I) Local lipid metabolism disturbances: Which may be related to local tissue abnormalities as 
inflammation in the skin, which increase vascular permeability of lipoproteins, e.g.: 

. Xanthelasmas, although not preceded by inflammation. 

. Xanthoma disseminatum. 

. Diffuse normolipemic plane xanthoma. 

. Necrobiotic xanthogranuloma. 

• Xanthomas occurring in atopic dermatitis, epidermolysis bullosa, and erythroderma. 


ID 


I") 


• Myeloma. 

• Waldenstrom's macroglobulinemia. 

• Cryoglobulinemia. 

• Lymphomas. 




Altered lipoprotein content or structure: 

e.g. unusual lipids accumulating in lipoproteins. 

• Cerebrotendinous xanthomatosis with accumulation of cholestanol in plasma and tissues 
e.g. skin, heart, brain. 


Lymphohistiocytic proliferation in skin 
with secondary deposition of lipids in 
cells: 
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Acrodermatitis Enteropathica "AEP " 6 

l3,e ' wi,h ou,os °mal recessive inheritance due to 
mutations in the gene that encodes the zinc trans- 
porter SIC39A4 which is expressed in the intestine & 


not mol stvum In few* * 
100125 Mg/100mL wton strum tevtt h 


Clinical features 

ii starts in infancy, 4-6 weeks after weaning or earlier if the in¬ 
fant is not given breast milk. It is characterized by: 

I. Cutaneous lesions (Figs 68-70): 

• Vesiculobullous eruptions with erythema, scaling and 
crustation affecting periorificial areas (mouth, nose, and 
anogenital regions) and distal portions of extremities. 2ry 
candidal infection is common. 

• Chronic paronychia with dystrophic nails. 

• Diffuse hair thinning or total alopecia. 
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2. Diarrhea. rpt nrdation, delayed sexual maturity, stomatitis, cor, 

3. Other findings may occur as growt 

junctivitis with photophobia. 

_i pnidormis du© to th© presence of cisor c©lls. Diffuse 
Histopathology: Pallor of the upper part o «P^ du , g epjdermal cel( , 

parakeratosis and subcorneal vesicles may be prese 

Pathogenesis: There Is decrease in intestinal Zn absorption probably due to the lack of ah 
binding ligand in small intestine, essential for Zn absorption. This ligand is present in the humor 
milk but nol in cow's milk. So, AEP appears after weaning. 


Treatment 

■ 8-hydroxyquinolines -> f Zn absorption. 

• Zn sulphate 2 mg/kg/day cures the manifestations within 1-2 weeks. Prolonged therapy up to 

adult age is necessary. 
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